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ARDA 89-096

Sidmak Laboratories, Inc. NEC 1 9 199
Attention: Satish P, Patel, Ph.D. LER I
17 West Street '

Post Bfffce Box 371

East Hanover, New Jersey 07936

Gentlemen: |

eference, | ribbrevisted new drug application dated Dece
 Section 505(J) of the Federal Food; breg,

%ﬁt%éi?Eaﬁigtg"ﬁsﬁif&éwggéi o

e have completed the review of this sbbreviated application and have
concluded that the drug is safe and effective for use as recommended in the

Any significant change in the conditions outlined in this abbreviated
application requires &n approved supplemental application before the change
w2y be made, except for changes made in conformance with other provisions of
Section 314.70 of the New Drug Regulations.

Postmarketing reporting requirements for this abbreviated application are set
forth in 21 CFR 314.80 and 314.81 of the Regulations. o o

This Administration should be advised of any change in the marketing status of
this drug.

For Initial Campaigns: We request that you submit, in duplicate, any proposed
advertising or premotional copy which you intend to use in your immediate
advertising or prometional campaigns. Please submit all proposed materials in
draft or mock-up form, not final print. Submit both copies together with a
copy of the propoesed or final printed labeling to the Division of Drug
Advertising sad Labeling (HFN-240). Please do not use Form FD-2253
(Trapsmittal of Advertisements and Promotional Labeling for Drugs for Human
Use) for this initial submission.

For Subsequent Campaigns: He ¢all your attention Lo Section 314.81{b}{3} of
the Regulations which requires that materials for any subsequent advertising
~Or promgtional campaign, at the time of their initial use, be submitted to cur
NWK = 'végggﬂ of Drug Advertising and Labeling (MFN-240) with & completed Form
HFN-23G%%“=~*

HFN-83 o
HFN-10 , [
RBrown/JMeyer/MShih B [

Qmee
fer g/z<éig%t .0,
Birector

Divigion of Generic Drhgs
Office of Drug Standards
Center for Drugs and Biolegics

D Utz: 12-17-85 40139R)
APPROVAL CZ?i;Qﬁéﬁfzf/lé;v(’87/
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DEC 19 1985

OVERDOSAGE: Early signs of overdosage are abdominal discomfort, salivation,
flushing ot the skin ("hot feeling”), sweating, nausea, and vomiting.

Atropine is a specific antidote. The recommended dose for adults is 0.6 mg(1/
100 grain). Repeatl doses can be given every two hours, according to clinical
reponse. The recommended dosage ininfants and childrenup to 12 years of age is
0.01 mg/kg (to @ maximum single dose of 0.4 mg) repeated every two hours as
needed until the desired effect is obtained or adverse effects of atropine proclude
further usage. Subcutaneous injection of atropine is preferred except in emer-
gencies when the intravenous route may be emptoyed.

The oral LDs( of bethanechol chloride is 1510 mg/kg in the mouse.
DOSAGE AND ADMINISTRATION: Dosage and route of administration must
be individualized, depending on the type and severity of the condition to be
treated.

Preferably give the drug when the stomach is empty. If taken soon after eating,
nausea and vomiting may occur. |

The usual oral adult dose is 10 to 50 mg. three or fous times a day. The minimum
eftective dose is determined by giving 5 or 10 mg. initially and repeating the same
amount at hourly intervats until satisfactory response occurs or until amaximum of
50 mg. has been given. The effects of the drug sometimes appear within 30
minutes and usually within 60 - 90 minutes. They persist for about an hour.

HOW SUPPLIED: Bethanechol Chloride Tablets, USP:
5 mg.—White, round, scored tablets in bottles of 100 and 1000.

Imprint SL/323

10 mg.—Pink, round, scored tablets in bottles of 160, 500 and 1000.
Imprint: $L./324 .

25 mg.—Yellow, round, scored tablets in bottles of 100, 500 and 1000.
imprint: SL/325

50 mg.— Yellow, round, scored tablets in.bottles of 100 and 1000.
Imprint SL/326

Dispense in tight containers as defined in the USP.

Store at controlled room temperature 15-30°C (59-86°F).

CAUTION: Federal law prohibiﬁ adril:l;‘?:&airré%\gi;houl prescription.

SIDMAK LABORATORIES, INC.

323-26 East Hanover, New Jersey 07936 Rev.6/85 A

Because of the selectlive action of bethanechol. nicotinic symptoms of cho-
nergic stimulation are usually absent or minimal when orally or subculaneously
adminsstered in therapeutic doses, while muscarinc eftects are prominent Mus-
cannic effects usually occur within 5 - 15 munutes atier subcutaneous injection,
reach a maximumn 15 - 30 minutes, and disappear within two hours. Doses tha!
stimulate micturiion and defecation and increase peristalsis do not ordnarnly
stimulate ganglia or voluntary muscles. Therapeutic test doses in normal human
subjects have Iitle effect on heart rate, blood pressure or peripheral circuiation

Bethanechol chloride does not cross the blood-brain barrier because of its
charged quaternary amine moiety. The metabolic late and mode ofexcretion ot the
drug have not been elucidated.

A'clinical study (Diokno, AC, Lapides, J, Urol. 10: 23-24. July 1977) was conducted
on the relative elfectiveness of oral and subcutaneous doses of bethanechol
chloride on the stretch response of bladder muscie in patients with urinary retention.
Results showed that 5 mg. of the drug given subcutaneously stimulated a repsonse
that was more rapid in onset and of larger magnitude thatan oral dose of 50 mg.
100 mg. or 200 mg. All the oral doses. however. had a longer duration of effect that
the subcutaneous dose. Although the 50 mg. oral dose caused little change in
intravesical pressure in this study, this dose has been tound in other studies 1o be
clinically effective in the rehabilitation of patients with decompensated bladders.
INDICATIONS AND USAGE: Forlhetlreaimen! ol acute postoperative and post-
partum nonobslructive {functional} urinary retention and lor neurogenic atony of
the urinary biadder with retention.

CONTRAINDICATIONS: Hypersensitivity 1o bethanechol chloride. hyperthy-
roidism, peptic ulcer, latent or active bronchial asthma, pronounced bradycardia
or hypo'ension, vasomotor instability, coronary artery disease. epilepsy and par-
kinsonism.

Bethanechol chioride should not be employed when the strength or integrity of
the gastrointestinal or bladder wall is in question, orin the presence of mechanical
obstruction; when incréase muscular aclivily ot the gastrointestinaltract or urinary
bladder might prove harmtul, as following recent urinary bladder surgery. gastro-
intestinal resection and anastomosis, or when there is possible gastrointestinal
obstruction; in bladder neck obstruction, spastic gastrointestinal-disturbances,
acute inflammatory lesions of the gastrointestinal tract, or peritomitis; or in marked
vagotonia.

D D BETHANECHOL

CHLORIDE

TABLETS, USP

DESCRIPTION: Bethanechol chloride, a cholinergic agent, is a synthelic ester
which is struclurally and pharmacologically related to acetylcholine.

It is designated chemically as 2-[(aminocarbonyljoxyj-N, N, N-trimethyl-1-pro-

panaminium chloride. Its molecular formula is C7Hq 7CIN2Op and its structural

s

Itis a white, hygroscopic crystalline compound having a slight amine-like odor,
treely soluble in water, and has a molecular weight of 196.68.

Bethanechot chloride is available as 5 mg., 10 mg., 25 mg. and 50 mg. tablets
intended for oral use.
CLINICAL PHARMACOLOGY: Bethanechol chloride acts principally by pro-
ducing the effects of stimulation of the parasympathetic nervous system. it
increases the tone of the detrusor urinae muscte, usually producing a contraction
sufficiently strong toinitiate micturition and empty the bladder. itstimulates gastric
motility, increases gastric tone and often restores impaired rhythmic peristalsis.

Stimulation of the parasympathetic nervous system releases acetyicholine at
the nerve endings. When spontaneous stimulation is reduced and therapeutic
intervention is required, acetylcholine can be given, but it is rapidly hydrolized by
cholinesterase and its effects are transient. Bethanechol chloride is notdestroyed
by cholinesterase and its effects are more prolonged than those of acetylcholine.

Eftects on the Gl and urinary tracts sometimes appear within 30 minutes after
oral administration of bethanechol chloride, but more often 60 - 90 minutes are
required to reach maximum effectiveness. Following oral administration, the usual
duration of action of bethanechol is one hour, although large doses (300- 400 mg.!
have been reported to produce effects for up to six hours. Subcutaneous injectior
produces a more intense action on bladder muscle than does oral administration
of the drug.

CH3CH-CHaN¥(CHglg | CU

OCONHy

PRECAUTIONS: General: In urinary retention, it the sphincter fails to retax as
bethanechol chlonde contracts the bladder, urine maybe torced up the ureter into
the kidney pelvis It there 1s bacteriunia, this may cause retlux inlection

tnformation for patients: Bethanechol chlonde tablels should preferably be
taken one hour belore or two hours after meais 1o avord nausea of vomiting
Dizziness.hghtheadedness ortainting may occur, especially when getting up from
a lying or sitting position.

Drug Interactions: Special care 1s requried it thus drug 1S given 1o patients
recetving ganghon blocking compounds because a critical ta!l in blood pressure
may occur, Usually severe abdominal symptoms appear belorethere s such atall
n the blood pressure

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-lerm studies 1n
animals have not been perlormed lo evaluate the elfects upon tertility. mutagenic
or carcinogenic potential of bethanecho! chloride.

Pregnancy: Pregnancy Category C. Animal reproduction studies have no! been
conducted with bethanechol chioride. It 1s also not known whether bethanechol
chloride can cause tetal harm when administered 10 a pregnant woman or can
affect reproduction capacity. Bethanechol chlornce should be given to a pregnant
woman only if clearly needed.

Nursing Mothers: It is not known whether this drug is secreted in human miulk.
Because many drugs are secreted in human milk and because of the potental lor
serious adverse reactions from bethanechol chlonde in nursing inlants. a decision
should be made whether to discontinue nursing or 1o discontinue the drug. faking
inlo account the importance of the drug o the mother.

Pediatric Use: Safety and effectiveness in children have no! been established.

ADVERSE REACTIONS: Adversereactions are rare tollowing orat administrarion
of bethanechol; but are more common following subcutaneous injection. Adverse
reactions are more Iikely 1o occur when dosage is increased.

The'ollowing adversereactions have been observed: Body as a Whole: malaise:
Digestive: abdominal cramps or discomfort, colicky pain, nausea and belching,
diarrhea, borborygmi, salivation; Renal: urinary urgency: Nervous System: head-
ache: Cardiovascular: a fall in blood pressure with reflex tachycarda, vasomotor
response; Skin: flushing producing a feeling of warmth, sensation of heat around
the face, swealing: Respiratory: bronchial constnction, asthmauc attacks; Special
Senses: lacnmation. miosis.
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EACH TABLET CONTAINS:
Bethanechof Chloride,

usp..... ] 50 mg.
Dispense in tight containers
as defined in the usp.

NDC 50111-326-01

echol Chioride | Disvense in tight containers

Tablets, USP
50mg. Bethanechol Chlon’de.so Store at c105ntégl|%d rsoorg tem)—
" . | use........ .. mg. o perature 15-30°C (59-86°F),
gt oderal law prohitits - TR nechol Chloride Dispense in tight containers ~ rohibits USUAL DOSAGE: See pack-
dispensing without prescription. Tablets. use as gefin ed in tg e USP. ictiption, age insert, p

100 Tablets EC I Store at controlled room tem- Control No.  } -
{dmak s perature 15-30°C (59-86°F), g Date:

Y ocmrones o CAUTION: Federal law prohibits USUAL DOSAGE: See pack- —

di g without prescription. age insert, d _ _)}so%?%mc.
100 Tablets DE ) Camrgcmrip;- [?ﬂ![ ) o L ¥ =7 /_f_} 7] 175,
idmakgq -~ & ’E"" R a2l U g ;i
Lascarrones e SIDMAK LAg RAﬁlﬂﬁﬁﬁ i C -

East P, .4Egre: Uit Y

'NDC 50111-326-03

EACH TABLET CONTAINS:

NDC 50111-326-01

EACH TABLET CONTAINS:
Betti?élgchol Chloride, 50
e Usp..... ... . mg.
BethaneChOIChlor ide Dispense in tight containers as
‘Tablets, USP defined in the USP. -

50 mg. Store at controlied room tempera-
: - ture 15-30°C (59-86°F).

CAUTION: Federal faw prohibits USUAL DOSAGE: See package
dispensing without prescription. insert.

- C1ig9 _
3 1000 Tablets DEC | 1985@ NAE@ MZO—Q
idmak, | @ o TORES NG,

Store at controlled room tempera-
ture 15-30°C (59-86°F).

CAUTION: Federal law prohibits Ilrlgélrfd- DOSAGE: See package

dispensing without prescription.
\Y\@& s -
LABORATORIES, ING.

- 1000 Tablets DEC 19 '985
ldmak ® anover, N.J. 07936

LABORATORIES, ING.

Control No.:
Exp. Date:,

Store at controlled room tempera-
ture 15-30°C (59-86°F).

CAUTION: Federal law prohibits ggg{“- DOSAGE: See package

dispensing without prescription. ﬁ@g\\} W &,5 -

- 1000 Tablets DEC 19 j985

3 “ AR\,
Ny LABORATORIES, INC.
:) W\ﬂk@ Qfast Hanover, N.J. 07936
) LABORATORIES. INC,

Control No.:
Exp. Date:'
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. REVIEW OF PROFESSIONAL LABELING
Orig. Amendment - DRAFT
DATE-OF REVIEW:: §/24/85

ANDA/NDA $89-095 (5 mg) " NAME OF FIRM: Sidmak
89-096 (50 mg)

NAME OF DRUG: Generlc. Bethanééhol Chloride Tablets USP

DATE OF SUBMISSION: 6{14/85

2.7 OVERDOSAGE

LT ey Add as the last sentence; ‘Thie ‘oral EBsg of
bethanechol chloride is 1510 mg/kg in the mouse.

3. DOSAGE AND ADMINISTRATION

a) Dosage and route of admlnlstratlon must be.....(rather
than,  ~ o

4.  HOW SUPPLIED

a) We encourage the inclusion of the National Drug Code
for each product listed (not required).

RECOMMENDATIONS :
1. Inform firm of these comments.

“2. Request that they revise then package insert labeling; then prepare and -

sunmlt FPL. '
Ron Brown
cel
Orig.
RBrown/gp/6/26/85

0103g

e



REVIEW OF PROFESSIONAL LABELING

ANDA - DRAFT

DATE OF REVIEW: 3/8/85

ANDA #: 89-095 (5 mg) NAME OF FIRM: Sidmak
89-096 (50 mg)

NAME OF DRUG: Generic: Bethanechol Chloride Tablets
DATE OF SUBMISSION: 12/19/84
COMMENTS:
Container: Not Satisfactory

(a) TITLE - should be that of the USP article.

BETHANECHOL CHLORIDE '
TABLETS, USP

(b) Controlled Room Temperature - 150-300C (590-860F)
Insert: Not Satisfactory

(a) For consistency, the chemical name should be the second
name listed in the USP monograph.

(b) Revise package insert labeling in accord with latest
revision (7/84) of the package insert from the full NDA
holder.

RECOMMENDATIONS:
1. Inform firm of above comments.

2. Request they revise container labels, then prepare and submit FPL.

3. Request they revise package insert labeling, then submit draft copy for
our review and comment.

... B 677

Thomas B. Poux

cc: Dup.
TPoux/mk/3/11/85
9752A
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10.
12.
13.

17.

18.

19.

CHEMIST'S REVIEW NDA 89-096

NAME AND ADDRESS OF APPLICANT

Sidmak Laboratories, Inc.
East Hanover, New Jersey 07936

NAME OF DRUG

Bethanechol Chloride

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Parasympathomimetic Rx

RELATED IND/NDA/DMF(s)

89-095 (5 mg)
89-096 (50 mg)

DOSAGE FORM(s) 14. POTENCY
Tablets 50 mg
COMMENTS

1. Bio - Satisfactory per Bio letter of June 5, 1985

2. Sidmak NDA 88-440 (10 mg) Approved May 29, 1984
88-441 (25 mg) Approved May 29, 1984

CONCLUSIONS AND RECOMMENDATIONS

Approval
REVIEWER: DATE COMPLETED:

Maria Shih m% /L/ltﬂ(‘/

- APPEARS THIS WAY
ON ORIGINAL
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information



10.

12.

13.

17.

18.

19.

CHEMIST'S REVIEW NDA 89-096

NAME AND ADDRESS OF APPLICANT
Sidmak Laboratories, Inc.
East Hanover, New Jersey 07936

NAME OF DRUG
Bethanechol Chloride

SUPPLEMENT(s) PROVIDE(s) FOR:

Labeling revision

AMENDMENTS AND OTHER DATES:

August 1o, 1985

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Parasympathomimetic _ Rx

RELATED IND/NDA/DMF(s)
89-095 (5 mg)
89-096 (50 mg)

DOSAGE FORM(s) 14. POTENCY
Tablets 50 mg
COMMENTS

1. Bio satisfactory per bio letter of June 5, 1985
2. Sidmak NDA 88-440 (10 mg) approved May 29, 1984
88-441 (25 mg) approved May 29, 1984

CONCLUSIONS AND RECOMMENDATIONS
Not Approvable

REVIEWER: DATE COMPLETED:

Maria Shin WA//Q e

APPEARS THIS WAY
ON ORIGINAL
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10.

12.

13.

17.

18.

19.

CHEMIST'S REVIEW NDA 89-096

NAME AND ADDRESS OF APPLICANT

Sidmak Laboratories, Inc.
East Hanover, New Jersey 07936

. NAME OF DRUG

Bethanechol Chloride

SUPPLEMENT(s) PROVIDE(s) FOR:

Bio

AMENDMENTS AND OTHER DATES:

June 14, July 11, 1985

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Parasympathomimetic Rx

RELATED IND/NDA/DMF(s)

89-095 (5 mg)
89-096 (50 mg)

DOSAGE FORM(s) 14. POTENCY
Tablets 50 mg
COMMENTS

1. Bio under review

2.  Sidmak NDA

88-440 (10 mg) Approved May 29, 1984
88-441 (25 mg) Approved May 29, 1984

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER:
Maria Shih

DATE COMPLETED:

k= iy

APPEARS THIS WAY
ON ORIGINAL
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10.

12.

13.

17.

18.

19.

CHEMIST'S REVIEW NDA 8§-096
LA

NAME AND ADDRESS OF APPLICANT

Sidmak Laboratories, Inc.
East Hanover, New Jersey 07936

NAME OF DRUG

Bethanechol Chloride

SUPPLEMENT(s) PROVIDE(s) FOR:

1. Bio
2. Stability

AMENDMENTS AND

OTHER DATES:

March 29, 1985

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Parasympathomimetic Rx

RELATED IND/NDA/DMF(s)

89-095 (5 mg)
89-096 (50 mg)

DOSAGE FORM(s)

Tablets

COMMENTS
1. Bio under

14. POTENCY
50mg

review

2. Sidmak NDA 88-440 (10 mg) Approved May 29, 1984

88-441 (25 mg) Approved May 29, 1984

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER:
Maria Shih

DATE COMPLETED:

W< et

APPEARS THIS WAY
ON ORIGINAL
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CHEMIST'S REVIEW 1. ORGANIZATION

(If necessary, continue any item on 8'’ x 104"’ paper.
Kev conttnuation te item by number.)

2. NDA NUMBER

83-65b 074

3, .NAME AND ADDRESS OF APPLICANT (Clty and State)

Sidmak Laboratories, Inc.
--East Hanover,. New Jersey 07936 .. . . ... .

4, AF NUMBER

Se SUPPLEMENT (S}
NUMBER(S) DATELS)

6. NAME OF DRUG 7. NONPROPRIETARY NAME

Bethanechol Chloride

8. SUPPLEMENTI(S) PROVIDES FOR:

S« AMENDMENTS AND OTKER
‘(Reporte, etc) DATES

‘.

10, PHARMACOLOGICAL CATEGORY o 11, HOW DISPENSED - - F2. RELATED mplubuouﬂstf
L 89-995 (5 mn)
Parasympathomimetic B0 Rx Q] ovc £9-196 (50 ma)
13. DOSAGE FORM (S) 14.POTENCY (loe)
Tablets 50 myg

15. CHEMICAL NAME AND STRUCTURE

16. RECORDS AND REPORTS ’
CURRENT 1

Clves [Cw~o

REVIEWED

3 ves Cwne

-

17. COMMENTS

1. Bio not acceptable per}Bio letter of Febfuary 21, 1985

2. Sidmak NDA 88-440 (10 ma) Approved May 29, 1984
88-441 (25 ma) Approved May 29, 1984

° . APPEARS THIS WAY
| ON ORIGINAL

18. CONCLUSIONS AND RECOMMENDATIONS

Aot Aonprovable

19. RE!!WER

"aria shih "°"‘W(g( g g/’j

-2

7?!9»19LETED

DISTRIBUTION ] oriGINAL JACKET (CJreviewer ] oIvisioN FILE

FORM FDH 22646 (7/75) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1
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§/29/85
Generic Name: Mﬁ P)ECAM (% /m’/c/ e Firm Name: 5" o/ Mé X“ !@%—74"’%

Trade Name: Firm Location: E‘Ld/' l%""’m’% Ay o7,
Dosage: S . mg T So M__"_\ Jax T blets Submission Date: Ww\ox 2% /985
won#:_J9-098 v FG-09¢ Manch235, (155

Reviewer: 4'?1\.!4 7 - e Wang #:_ 5 3 LDQ €

REVIEW OF DISSOLUTION DATA

Objective of Submission: ﬂ*& M 4&0 WM
Conparatos dissdlho date W

Conditions for Dissolution Testing:

— —
USP XXI Apparatus 4L Basket Paddle “— R S O
Mediun: d. / A HC—L Volume: ?O_O nl

Nunber of‘Caps Tested: ¢ 2-
Reference Drug: ﬂr&c//p[/}”e gr/nc, +50mﬁ [MS D)

Assay Methodology:




Results

Time Test Product Reference Product Me’"t
f [4
- Bomn ot 1 SY-E1 7’[{"‘&) ot ¢ LI 337 (ﬂredA a/me){b.eé

Mean % Range (CV)4 Mean % Ra

Dissolved hge O o tveq  TeE o2

72:22 —— ,(S/2y _G¥ 4o (S

- « )

« ) « )
( ) « )
« ) « )
() pPERRSFHISWAY « )
( ONORIGINAL ¢ )
« ) « )
¢ ) « )

Sidmek Mend

tot # §4-/82 7 (\fang) ot ¢ £ 2881 (¢ Mrebbﬂ/me)svuj

[02.77 N 43y _[(07.2 - 313
« ) « )
« ) « )
« ) « )
« ) « )
« ) ()
« ) « )

ARPEARS THIS WAY ¢ )

QN ORIGINAL ¢




Conments:
The firm has tested 12 tablets from each of their 5 mg and 50 mg products in

comparison with the reference 5 mg and 50 mg products. The dissolution
testing results are found acceptable.

Recommendations:

1. The dissolution testing conducted by Sidmak Laboratories on its
Bethanechol Chloride 5 mg tablets, Lot # 84-181T and 50 mg tablets, Lot #
84-182T, is acceptable.

2. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution testing should
"be conducted in 900 ml of 0.1N HCl at 370C using USP XX apparatus II
(paddle) at 50 rpm. ‘The test product should meet the following specification:

Not less than 80% of the labeled amount of the drug
in the dosage form is dissolved in 30 minutes.

3. From the Bioequivalence point of view, the firm has met the requirement
for bioavailability with in-vitro dissolution testing, and both applications
on their 5 mg and 50 mg Bethanechol Chloride products are acceptable.

The above recommendations should be forwarded to the firm.

TM{M \(LS’/XS/

Agnes T. Wu, Ph.D.
Division of Bioequivalence, RB I

RD INITIALED CISE
FT INITIALED CISE % g,é/fv 4

AWu/dlp/05-23-85/Wang # 5362e

cc:  ANDA # 89-095 and 89-096 original, HFN-230 (4), HFN-200 (Hare),
HFN-223 (Shah), HFN-252 (Wu, Ise), Drug File



R et T ey T e v

2,/08/85

Generic Name::&%dﬂgdéﬂ/ gé/mde Firm Name: 5/10//%0,6 iéqém’m%”ﬂr{c
Trade Nane: Firm Location: /-:asf Aémova, /U-S' 071
Désage: 5 m ?’ ~ S50 "‘Vg 73/9/6& Submission Date: Jé@ember/g, ‘98 7‘ |
aon #: I9-095" +  F9-09¢ | |

Reviewer: /4&//?5 7 e Wang #: 1"" (I‘ng/

REVIEW OF DISSOLUTION DATA

Objective of Submission: '//ZI 1“4 -A"rm D rc«aé&w?[e/d @Jmpd’ évvéalw
' Y . !
M/I‘@f U a;@&v; o 0[’( ‘S é»v/Za.;/zma Q/ a//q v S éc,pp»ﬂvf 74
- v ] ! /]
Lhoon AD A Loy appve el -

APPEARS THIS WAY
ON-ORIGINAL
Conditions for Dissolution Testing: ]
USP XXI Apparatus lL  Basket Paddle M S5O
Medium: &0 /N HC{ Volume: 77U  nl

Number of Tabs/Caps Tested: é

Reference Drug: Non &

Assay Methodology: AdF—spelrire<t™ e e,
L8 Y 4 R - :




1"> V Test Product ' Reference Product
o L:: No ogugc—- /54 7/(5@"'@ I.ocelriot.1 8‘{3- /'cé’/ 7 [;’”j)

e —————————

Mean 2 Range, (CV Mean 2 Range, (CV)
Dissolved ) N Digsolved L ; ,
30 Mrin (091 — 7 BoaE - 2./
L I R R )
L ey R
— _— I ¢ ) - I )
L I GRS B I S
- ey I G
L ey )

APPEARS THIS WAY

ON ORIGINAL



Composition:

mg/tablet
5 ng 50 ng
Bethanechol.Chloride, USP — .
total: 320.0 490.0

Dissolution Data:

The firm submitted dissolution data on 6 tablets each from their 5 mg and 50
mg products. The dissolution testing was conducted in 900 ml 0.1N HCl using
USP II (paddle) method at 50 rpm with monitoring at / «—
The firm submitted data only at 30 minutes and no data on reference products
were submitted.

Cornments:

The firm has tested 6 tablets from each of their 5 mg and 50 ng products. The
firm is advised to conduct comparative dissolution testing on 12 tablets from
hoth their products (5 and 50 ng tablets) and the reference products (5 and 50
mg tablets) as follows:

Apparatus: USP II (paddle)

RPM: 50 rpm

Medium: 900 ml of 0.1IN HCl

Specification: NLT 80% dissolutin in 30 minutes.

Sampling times: 15 and 30 ninutes
Recammendation:

The dissolution testing conducted by Sidmak Lahoratories on Bethanechol
Chloride 5 mg and 50 ng tablets is unacceptable. The firm should be advised
to conduct comparative dissolution testing employing USP Apparatus II at 50
rpm in 900 ml 0.1N HCl with 12 units from both test products and reference
products at each strength. The test products should meet the following
specification:

Not less than 80% of the labeled amount of the drug in the dosage form is
dissolved in 30 minutes.

The ab ve recomnendation should be forwarded to the firm.

St/ J/L//&/

Agnes T. Wu, Ph.D.
Division of Bioequivalence




RD INITIALED;BY CISE
FT INITIALED BY CISE C .°77Q‘1221,

AWu/cc/Wang #4650e/1-22-85

cc:  ANDA 89-095, 89-096 orig., HFN-230 (4), HFN-227 (Wu, Ise-2), HFN-200
(Hare), HFN-223 (Shah-FOI), drug file

APPEARS THIS WAY
ON ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

89-096

ADMINISTRATIVE
DOCUMENTS



RECORD OF TELEPHONE CONVERSATION/MEETING

DATE

12/ g5

D Avsion o

wadsedls

APPEARS THIS WAY
nY ORIGINAL

I’

D’mv\ HFN-2
e

Y AT A/,

/z ot 7-85

NDA NUMBER

§8 -0 95, 8- oqé

IND NUMBER

TELECON/MEETING

INITIATED BY
0 aepLICANT/ O By TELE-
*~ SPONSOR - PHONE

" O NPE RSON

Q FDA

—ImMADZ =

PRODUCT NAME .=

FlRM 'FIRM NAME

(7 WM,&%

W Nd
0)d3¥

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

TELEPHONE NO.

SIGNATURE

DIVISION

FORM FD 2687 (11/77)

ORIGINAL IND/NDA




NOA NUMBER
89~-095

DATE APPROVA L LETTER YLD

NOTICE OF APPROVAL
NEW DRUG- APPLICATION OR SUPPLEMENT

-5 : T
Press Rolations Swff (HF1-40)

fealunmn.lbﬂwl

.

I !Bunn of Veterinary Medicine

ATTENTION
!onnrdcd'unlo!dusluusur-ubumnunn-uylhnrnauwwnl-a.rhnshocntunndandthcdhu:of
approval has been entsred above.

PVBE OF APPLICATION CATEGORY
SUBPLEMENT

D_'"-‘._"“L wpe waty? Bi'“'""" D — aon ﬁ “oman — o rreama

TO MDA mEINAL NDA
or other gesignated name) AND ESTABLISKHED OR NONPROPRIETARY uaut 41 ary) or DRUG,

Bethanecho! Chiloride

O N rablets ﬂmﬁlNM. mw “aﬁg::nu Sere

< ”
ACTIVE INGREDIENTIS) (ae dociared an label. Liot by esiablished or m name(s) art nu-io ameunt(s), if ameunt so
Geslared an labsl.)

Bethanechol Chloride, 50 mg

APPEARS THIS wAY
ON ORIGINAL

NAME OF APPLICANT (Inciude City and Swew)

Sidmak Labs :
East Hanover, New Jersey 07936

ITPRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
Parasympathomimetic

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PRE BA v
N Maria Shih | pete
FOAM APPROVED BY
nane Jack Meyef7 ) pete
ane—

-
_ FORm FD 1442 (2/73) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY I8 EXNHAUSTER,



RECORD OF TELEPHONE CONVERSATION/MEETING

DATE

Noy.t 9. 1747

.\9 ,ﬂ’l I”,C/Lc/q —‘I;ﬂ

CAmetes 4 WO

@f][)i'fv‘/ﬂ-

,pro Caonaom e

Sl%wff
% - 909

¥ 675

%,Ufzé l’g*%au L({

}'}m s N a/("[a/? (e K!‘«K@J

C’Q q oo ) - 4 M & HC[/L‘V{ '

(CLM/1"" e )

7 .
Hﬁ Sdrl "fLL er-x cs vh aQ éé.-,.f ({1

L/\j/( ( ¢t it //} /k/),’)‘ I A fZ( /V/)/]l ¢

APPEARS THIS WAY
ON ORIGINAL

|

NDA NUMBER

IND NUMBER

-0 76

TELECON/MEETING

INITIATED Bv MAD_ .

0 arpLICANT/ 0O ev TELE.
SPONSOR PHONE

O fFoa 0O N PERSON

FRODUCT NAME

FIRM NAME

NAME AND TITLE GF FERSCN WiITw
WHOM CONVERSATION WAS HELD

TELEPHONE NO.

Q((g, 77273

DIVISION

[’,’f peve -

FORM FD 2587 (11/77)

ORIGINAL IND/NDA



3[X0/85

‘(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heslth Servite

“hd | ’ ) Memorandum
Date ' ({/(‘Bg- : :
From  pirettor HFN-230 S

Division of Generic Drugs

Subject

To  Dpivision of Bioequivalence (HFN-227)

PAPER NDA/ANDA/IND #: g(}‘ «O?Q

COMPANY NAME: /&LAMLJ DZ*J@Q@]’_@J)&QJ L_/VLC

s oLl s

Please review the dissolution data on the above drug. ;;?zj 04(;
ny you, égé;i
aryJt Se1
APPEARS THIS WAY

ON ORIGINAL
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“TR

°‘ ulkuu‘~
o

C DEPARTMENT OF HEALTH & HUMAN SERVICES

M\/ Memorandum

TO :Manufacturing Review Branch (HFN-322) DATE: 1-3-84
‘-Division of Drug Quality Compliance

FROM :Division of Generic Drugs
Requester's Name David Rosen PHONE: 443-4080

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 89-095 (5 mg); 89-096 (50 mg)

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Bethanechloride Chloride Tablets USP

DOSAGE FORM AND STRENGTH(S): TCM

DRUG CLASSIFICATION: ' ' PROFILE CLASS CODE:

(Priority) AorB 1C Other
APPLICANT'S NAME: Sidmak Laboratories, Inc.
ADDRESS: 17 West Street P.0. Box 371 East Hanover, NI (7936

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

1. applicant

Lo [
|

Comments: ( ) See Attached.
( ) Actual on-site inspection requested.

Reason:

B R RN R R R RN R RN AR RN RN RN R RN RN NN RN RN RN A RRR RN DI RE R NN S
FOR HFN-322 USE ONLY:

#
Request Rec'd: Inspection Requested:
(if applicable) il

Firm(s) are in Compliance With GMPs: /;(),onm/&é/'{ A 4
Basis for Decision: G-MHPs oF Firms JAccesFladbles | | .
Reviewing CSO: VL7 A30-F3~ Concurrance: N/ JJ J T2 ,’]71
ce: HFN-

HFN-

HFN~-322

EMML ERA AR /e Jamr



% DFPARTMENT OF HEALTH & HUMAN SERVICES @’EWJ (. Pubtic Hesiin Service {(c(

j/y—) | W"’L | Memorandum
\'U‘
S

(oo ) 9185

°T DirectorYHFN-230
Division of Generic Drugs

Subject

~To  Division of Bioequivalence (HFN-227)

“PAPER-NDA/ ANDA/ 1 #: ?7\/0 ?é

' %Mﬁé&; o

Please review the dissolution data on the above drug. (]

NAME OF DRUG:

APPEARS THIS way
ON ORIGIN &1



¢
Smstrctions for Corpletim ¥ __, Sofars Sccery @

. Ol. Pete Srvary Orepavedt todfcate 1a YOI format S :
N B2, Date Swmury Corpleted or Last Gpditeds Tnffcate fn YIPTD format - :

T3 fseccq Cade: Iasert.organtzation code from Rppendic A of Tatest versfos 8 023 Clrouler Ro

oy €4, Scftire Yyve:
.  Iefedividal pragram
! eutorated data systen (essendly of corputer prog-ans)

05, Xyre of Suissions . ’
Tefaftial .
Terevisicn

fon

unctlon: Classify softacre n one of the folloutng eatepirtess

5 support/utility applications _ DedstaZfile bandlers )
nt/tusitess applicatiens Lebitl{ographic applications
2 - feother- (specify category)

agescy’s feentification rusber or code for sofbare, IF note assigred,

“1den

fReate. iUk, . . .
Htle: Software title thould de made as desirlittve a5 possivle. .
Acronym: .Cumnly_-:“ abtreviation {dentifying softwre, (ﬁtiomj)_ -

Orsanisztion: Identify orqunizaticn résponstbte far softeir s éompletely 5 poseible, Iacludfng Agency.
(Gerarent], Office; Scryice Gureay, Cc_nr;au:lcu, ;mi_s;ic-y. ‘ol £l : . :
- Addras: tr.:!e ! '

" Teet ser(s): “Have perion(s) to be contacted for technical nforeat!,
anXc3iling asdress if ditferens fron those frdicated i ftens BN, TR e
Felesbone moter(s): Telephone putber of technical contact(s). Provide area code, seven-digit comserefal . -
T« OEF, 8AS €ALASI0N, i . . . )

L Leputer. Yarulacturer and ¥olels . Tdentify afnframe computer an which ..sofiu‘ké' l;ipe:riifdﬁl.‘
i Bodel, 814 avireviations ang codes provided in 63 Circuler A-11, :

Lomzuter Merory Pecuirements: Maximum mevory required ta execute softvare other thin that required for operating
ystea, SPeciiy tytes ar words and rurbers af bits fer word, -

Comouter Orerating Svstems Naze,

3531cy enranceTuata. _

Teoe Orivess Tdentify nember MM to operate softiare, Specify, 11 critieal, additiona] requirenents such as
Faratasturer, eodel, Tecording density, mucber 6f tracks, ete ) .

Dk run Units: Tdentify ruzber needed to opm_ie software. Spectfy mamfactarer, rodel, ete. vhere erftfcal,

versfon, and relesse under which software fs operatfag. 1dentify any operating

B

Xe.tnerd Termirals: 1dentify mumber of keyboard terminals used fur fnquiry and response, and, -
Opuraiions, Spacify parufacturer and rodel, ’ rautry esponse, and/or reate

26, Prearesning Lancuacels): fdentify prograrming tanguage(s] used to generate softmare {include versfons) &.9.,
Rn33C0LI0, FORIRST vy SIMECRIPT 15,5,

Other Coeratfcns) Recufremants: Identify other.peripheral devices,

suprort scftware, or related equipaent used,
Lt rit anQilalsd &dive, e.3., optical character reacers, facsinile,

cerputer-output-micrefila, graghic plotters,

Marrztive: Describe concisely what the software functionally accomplishes, fts desfgn characteristics, specific
Zreic of agplication, relationship to other software, and other significant features,

List significant words or phrasés which reflect the functfons, applications, and featyres of the
Separate entries with semicolons. . . s

Statce:  Enter code best descriding softwire status:

Teplarned 4=post operatfoml
2eynior developoent Seother (explain fn narrative)
Jec; erstional

Softvare Avaiiability:
Ysavatlable
Qezrepriesery

30,

35.
Yeveords:
§0finare,
45,

46

3=clastified -
&=qtter (caplafn in marrative)

A, Documcntattos:
T=avaitable
2¢in greparation
J+uravailable

# In this d2alt, clceass are na=tered fn £rears for Identification purjoses,
Ja the final forn; cleaata vill te parbercd gequentially,

[FR Doc.73-18071 Filed 8-27-73:8:45 am}

-DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
oo §IBEE 8838 Docket No, FDC-D-307; NDA

‘slons pursuant to the evaluation of re-
ports received from the National Acad-
emy of Sciences-National Hesecarch
Council, Drug Eflicacy Study Group, on
the following drugs:

~ 6-53g) NDA 6-536; Urecholine Chioride Tab-

: e lets and Injection containing bethane-

"BETHANECHOL CHLORIDE chol chloride; Merck Sharp & Dohme,

0 Drugs for Human Use; Drug Efficacy Study Division of Merck and Co., Inc., West,
implementation; Foliowup Ngtice - Point, PA 19486. :

£ In a notice (DESI 6536) published in Al identical, related, or similar prod-

the IroERAL REGISTER of ‘May 22, 1971 ucts, not the subject of an approved new
(36 FR 9341), the Commissioner of drug appli_c,a_tl_on. are covered by the new

- Food and Drugs announced his conclu-  drug applicat) n(s)

'FEDERAL REGISTER, VOL. 35 NO, ‘166—TUESDAY, AUGUST

- “effective ind

- Food and Drug
- sidered. th

2204;

subject to this notice. See 21 CFR 130,
(37 FR 23185, Oct. 31, 1972). Any perso
who wishes to determine whether a spe
effic product is covered by this notic
should write to the Food and Drug Ad
ministration, Bureau of Drugs, Oflicé- ¢
Compliance ‘(BD-300). 5600 Pisher
-Lane, Rockville, MD 20852, )
The notice stated that bethanech«:

Injection was deemed effective for cer.
tain ind| ns and the tablets probaby
eflective far these Indications and

the other Iabeled indications were | )

sibly ‘effective and ‘lacking substant

evidence of - Tectiveness
P

ed .83 ‘Jac

bility
deferred an
suppl

abbrev

may. b

dinj he previous announce-
ment is amended. to read as follows: -
" A. Efléctivéness -classification~—The.
Administration has.co
( ademy’s . reports, ‘as
a5 other available evidence, and con-
cludes that: - - S

1. Bethanechol chloride injection .and
tablets -ave ‘effective for treatment. or
acute postoperative and postpartum non-
obstructive (functionalj: urinary reten-
tion and for neurogenic atony.ef .the
urinary bladder with retention. .

2. These drugs lack substantial evi-
dence of effectiveness for all their othe:
labeled indications.

‘B. Conditions jor approvul and wmars
keting—The Food and Drug Adminis-.
tration is prepared to approve abhrevi--
ated applications ang

new drug _
abbreviated  supplements to previously
approved new drugz applications unda:

conditions descriped herein. 3
- 1. Form of drug—These preparations
are in sterile aqueous solution or tablet
form suitable for subcutaneous or-oral
administration, respectively.

2. Labeling condilions.—a. The. labels
bear the statement, “Caution: Feder:!
law prohtbits dispensing without pre-
scription.”

" b. The drugs are labLeled to comp), -
with all requirements of the Act and rep-
ulations, and the labeling bears adequut.-
nformation for safe and eflective use of
the drug(s). The “Indicatlons™ are. as
follows: ° : .
INpiCATIONS

For the trcatment of ncute postopetative:
and postpartum Bonobstructive (functicnaly .~

urinary retention and for neurogenie’ atony”
of the urinary bladder with retention,

3. - Marketing status—M\arketing oi,
such drugy miay be continued under-thc
conditions desctibed in the notice en-
titled - Cuaditions for Marketing . New
Drugs Evaludted in Drug Eflicacy Study, -
published in the "FEDERAL RFEGISTER Julv

f ¢ £ 11373) ; as-failoy

28, 1973



B N S v

-

.

-

pisietid ¥ BEE -

.. For_holders of “deemed approved”
né.r drug applications (f.e.. an applica-~
ticn' which became effective on the basis

of zafcty prior to October 10, 1962), the

_submission of a supplement for revised

~lahcling and an abbreviated supplement
~forroting informating as deseribed in
paragraphs Xt d) and i) of lhe
notice of July 14, 1970.

b. For zny persen who dacs nat hold
an appro.{od or effective new drug appli-
_eation. the submission of an abbreviated

arasranh (a) (3 () ot that notice.
=€ For any disiriby
: hbcling,in

rue -application as described in

of .the drug, the.

with® this an-
nmmccmcnt for.any Stich drug shmped‘
within the jurizdiction of the Act as de-"
‘scribed In paragraph (b) of that notice..

-_ poncss

hearing. No extension of time may be
granted.

If no person elects to avall himself of | gyppicments (identify with NDA numbes

the opportunity for a hearing, the Com-
missioner without further notice will

enter a final order withdrawing approval

of the anplication(s) which have not
been suppicmented to delete the indica-

‘tion(s) lacking substantial -evidence of

effectivencss.

If an applicant or any other interested
person-elects to avail himself of the op-
portunity fora hearing, he must. file
on or before September 27, 1973, 2 writ

-ten -appearance requesting: the- hearing:
-'glving the reasons. why approval of

C.- Noticc "of epportunity for a hear-. clini

ing,.—Nolice is given.to 1he holder(s).

ments and supplements: thoreto provid~
ing for indications lacking ‘substantial
cvidence of cffcctiveness referred to in
paragraph A.2. of this notice on the
grounds that new information before
him with respoct. to the drug(s), evalu-
ated together with theevidence available

to him at the time of approval of the

application(s), shows there is a lack of

_substantial evidence that the drug(s)

will have all the effects purported or
represented to have under the conditions

' of use prescribed, recommended, or sug-

gested in the labeling. An order with-
drawing approval will not issue with
respect to any application(s) supple-
menled, in accord with this notice, to
delete the claim(s) lacking substantial
" evidence of efiectiveness.

Any manufacturer or distributor of
"such an identical, related, or similar
product 1s an interested person who may
in response to his notice submit data and
information, request that the new drug

* application(s) not be withdrawn, requést

a hearing, and participaie as a part;y in
any hearing.
In accordance with the provisions of

“seclion 505 of the Act (21 US.C..355)
~ and the regulations promuigated there-

under (21 CFR Part 130), the Commis-
sioner hereby gives the applicant(s) and

" any other interested person an opportu-
nity for a hearing to show why approval’

of the new drug application(s) providing
. for the claim(s) involved should not he

withdra.wm.

-7On or before September 27, 1973 the
bplicant(s) ‘and any other interested
n may file with the Hearing Clerk,
and Drug Administration, Roomn
: $600 Fishers Lane, Rockville, Mary-
Aatid 20852, a written®appearance elect-
ing whcther or not to avail himsel{ of
-the epportunily for. a hearing. Faliure

-of an applicant of any other intereésted "

person . to file a written appearance of

election within the specified time wil-

eonsmute an- election by mm not X0

tlu. new drug ﬂpphc'x..xon(s) 'md to 'my ‘
s tel | )

-Drug, and Cosmetxc Act (21 Us.C.. 355_._
(e)) withdrawing approval of the Listed
new drug application(s) and all amend< -

fact-: Tequires: a hearing

_person, & hearing is justified, the Issuy
will be defined, a hearing examiner will’

-~hearing that concerns a method

-protection as a trade secret will ho!

‘dlrected to the attentlon et the i

130. 14(b)).

If review of the data stibmitted by an
'_‘,n.pphcant or any.other 1nte1est.ed person’

arrants the conclusion that there -8 US.C.55%), ¢
st onclusion ere delegatcd to the Comxm;s.,xo.mr o!

exists substantial evidence demonstiat-

‘ing the eflectiveness of . the:product(s).

for the labeling claim(s) involved,- the

. Commissioner will rescing this notlce oI- .

opportunity for hearing. -

If review of the data in the applica-
tion(s) and data submitted by the ap-
plicant (s) or any other interested pérson
in a request for a hearing, together with
the reasoning and factual analysis in a

request for a hearing, warrants the con- -

clusion that no genuine and substantial
issue of fact precludes the withdrawal of
approval of the application(s), the Com-
missioner will enter an order making

findings and conclusions on such data- -
and withdrawing approval of applica- -

tion(s) not supplemented to delete’ the
claim(s) involved.

If, upon the request of the new orug
applicant(s)

be named, and he shall issue, as soon as
practicable after September 27, 1973, a
written notice of the time and place
_whlch ‘the hearing will commence.:

petsons_interested in idéntical, related,
or similar products covered by the new

drug application(s) will be afforded 2n ..y,
-opperlunity to appear at the hearing, .
cross="-"

file briefs, present evidence,
examine - witnesses, submit _sucge
findings of fact, and otherwise p
pate ‘as- & party. The hearing cont
plated by this notice will be open to
-public. except that any portion of -

ess the Commissioner finds' ent

oren to the public, unless the responden
specifies otherwise in his appearan:
- Communications forwarded -in.
sponse to this notice should be ident]
with the reference number DESI 6

or any other interested 'ty cant to the -evaluation

to the Food and Drug Administrati-
5600 Fishers Lane, Rockville, MD 20852

Offico of Scientlfic Evaluation (BD-m
Bureau of Drugs.
'Original ‘abbreviated new drug 'xppucauc
( identl'y assuch):
Geuneric Drug Stadi (".) G2), T

|l\..l.u
‘Drugs. ’

- Reqgiiests for the Ac'ulemv sreport: -

Drug Elficacy Study Information 'Cont
.-{BDP-86), Bureau of Dru""‘ .

and Drugs (21 CFR 2.120).
Dated August 21, 19"3

. SAM D7
Assoczate Commissio
j(h C(u L%

[FR Doc73—18152 Fﬂed 8—-:2'7—73

[DESI £773 Docket No. F'DC—D—MZ. RDA?
5-T13)

HOLLAND-RANTOS CO., INC;

Nylmerate Jelly; Notice of Oovortun
Hearing on Proposal To V/ithd
pruval of New Druz Applicatios

- -Ina fotice .(DESI 5773)..]
the FEDERAL. REGISTER “of July
(37 FR 15030) the Commission
and Drugs announced his o

ed from the National: A“
Sciences-Nat.lonal Research

missioher proposes to
ider <ectlon 50a‘e) of t




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

39-096

CORRESPONDENCE



AlDA  B9-G56

T T

Sidmek Laboratories, Inmc. NOV 4 198D
Attention: Sagish P. Patel, Ph.B.
17 Hast,Street

- .The apglicatioﬁ is defic?enﬁ and therefore net apprsvabla saéar Seetien
i B06 of the Aet fur ‘the Tollowing ressons:.

e ,uvaarxaerti¥f$azfaﬁ statement which pertaias to Current Good -
- Kanufacturing Practices does not agree with an establistment .
‘ingpection of your firm, March - April, 1985, When tae probiem s
resoived, you will be notified.

The file is ae@-ciose&. You are required to take ome eof the actiens
described at 21 C€FR 314,120 which will either amend or withdraw the
application, or if you have substantial disagreement with our reasons for
not approving this application, you may request an appgvt&afty for a

hearing.
Sincerely yeﬁrs,gt¥
/ . ~
(o 1 sony Kok (S
Marvin Seifé})ﬁ.a.
Birector
Bivision of Generic Brugs
Office of Drag Standards
. Center for Drugs and- Biolegics
a  HUK-DO S
HFN-83 -
HFN-230 1 (eq—
JMeyer/MShin

R/D INITIALED BY:“JMeyer/MSeife st
D Utz: 11-1-85 (1048R)

NOT APPROVABLE - 6%7/QK,I6/C/<;%,,—



HDA 89-096

Stdsak Laboratorifes, Inc.
Atteation: Satisa P. Patel, Pn.D. SEP 16 1985
17 Hest Street . :
- Pest Office Box 371
_“E&at ﬂiﬁa&&r, §e§ Jersgy &?Q&é

. Ples . : eviated new g .W‘f’fﬂﬁﬁféﬁ i_‘-:
to 5&@%?@& §ﬂ5(5§ of the Feﬁera? Feaé Drug, and Cosmetfe Ac
Bsthanechol Chloride Tabluts HSP, 56 o,

Reference is also made to your ﬁﬁaaﬁﬁiéétiaa dated ﬁééaé%fféﬂ'igﬁs

The apgiicatiaﬁ is deficlient and therefore aot &pprev&&i& ﬁa&er Section
%ﬁ%ié%(ﬁ) sf the Act for the following reasons: »
four samglﬁs for bulk materfal and finished desage form are currently
being validated by eer district laboratories. He aill correspend
with you when the evaluation becomes availadble,

The file is now closed., You are required to take an acifon descrived
under Section 314,120 which will either amend or withdraw the
application, or 1f you nave substantial disagreement with our conclusions
for not approving this applicatfen, vou may request an opportunity for a
rearing.

Sincerely yours,

VQQJJP\SKQMSM RR - ety

Barvin Seife, H.D.
Birector
Bivision of Generic Brugs
gffice of Drug Stendards
- CLenter for Drugs and Biologics

HuK-DO

| HFH-83 Q
HFH-230 /
QQ%dRBrown/drfneyer/hShm ’2{ 3 &7

q& R/D INITIALED BY: JMeyer/MSeife

D Utz: 9-11-85 (0B15R)
HOT APPROVABLE EMQ{Q{* Cf/ /3/ 18



[ 4
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LABORATORIES, INC.

NDA 89-096

August 16, 1985 RESﬁBM;S‘S!Oﬂ
Marvin Seife. M.p. NDA ORIG AMENDMEN;

Director
Division of Generic Drugs

Center for Drugs and Biologics FPL F?L d:»ul«

Room 16-70 (HFN-230) N 'Q (ﬂ
Food and Drug Administration Ao ez K
5600 Fishers Lane ad codal

Rockville, MD 20857 _
WM

Re: Bethanechol Chloride Tablets, 50 mg. NDA 89-096 gﬂgiw

Dear Dr. Seife: ) (i%,@nd
| g o 8
Reference is made to your communication dated July 26, 1985

concerning the above referenced unapproved application.
(Copy enclosed).

J We are herewith submitting twelve copies of our revised printed
labeling, revised as ber your recommendations. However, we
did not include our National Drug Code since our insert is
also used for our private label customers.

Also enclosed are the revised test procedures and speci-
fications for the dosage form with the test results for the
lot to be submitted to your laboratory for evaluation. Three
extra copies are also brovided.

Thank you for your time and consideration in this matter.
Sincerely,

SIDMAK ORATORIES, INC.

: ARSI R
ateh. Ph-D. ?%Eﬁg&w%cawp

Satish P
President
enc. AUG 20 1985

SPP/G. Morrissey GENERIC DRUGS
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.. Reference ¥5 alse nade T youl twé cossunicatioms de

JUL 26 1985

17 dest Stresy
Fost Office Box 371

East %ggp N
- Gentlesin;

Section $05(1) of the Federal food, Brug, end Cosmetic Act for
thasechol Chleride Tsblets U5P, 50 mg, - '

Léﬁ“geéi

‘éﬁ’iy»”ﬁ,' 1985 and eir-Vetter dated dune §, 1385, o
The spplication s defictent and therefore not ‘approvable mnder Section
S06(3H 3} of the Act for the fotlowing reasons:

1.  Labeling:
Insert:  Hot Satisfactory
1) BESCRIPTION
&) . ., wolecular formsla . . . {rather than

e

GVERDOSACE _

&l Add as the iast seatence; e oral Ligy of
bethanechel ehioride is 1510 ma/ke in the
mousa,

™G
G

3)  DOSAGE aup ADHIMISTRATION
a}  Dosage and route of aéﬁamisi;*atiﬁ&_mst
B8 . . . (rather than, " e
- "

BB Tl N }

4} HOM SUPPLIED
) We encourage the inclusion of the fational
brug Code for each prodisct Tisted (aot
Revise the package fasert labaling, then prepare and submit
tinal printeg iabeliag,

fom,,



. HBA 85-03G

;.. the File is nov
"ﬁaéer-zi %FR H

QQ@- RBrowin/

1\93

- “OT APPROVABL

2. Submit three extra copies of the revised test procedures and
spacifications fer the desage form with the test resulls for the
1ot to. be submitied to our laboratory for evaluation. Ail
laboratory methods should be described 1n sufficient detail o
‘perait tia&ir ﬁzpiieﬂisa in our laboratory.

"’_,fr_eé to take an ag;inu describe ]

:ﬁimcmf o ' ‘
givision of Genoric brugs)
Office of Drug Standards

tenter for Drigs and Bislegics

Nk -DO

HFN-83
HFN-230

B -~ ‘%V _
JMe T g lss

By -
y .
7 23 857(0589;2) r/MSeife

‘W\M@/\ oA /9(]@
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wfl asoRaToREES. INC M#’l W ) 7%17// M/

NDA 89-096

W11 " ORIG KEW CORRES

Marvin Seife, M.D.
Director
Division of Generic Drugs
Center for Drugs and Biologics
Room 16-70 (HFN-230)
Food and Drug Administration
5600 Fishers Lane

~ Rockville, MD 20857

Re: Bethanechol Chloride Tablets, 50 mg. NDA 89-<096
Dear Dr. Seife:
We are herewith amending the above referenced appli-

B/ cation to provide for the inclusion of the information
required under the "Drug Price Competition and Patent
Term Restoration Act of 1984.

Thank you for your time and consideration in this matter.
Sincerely,

SIDMAK LABORATORIES, INC.

Satish'P. Pétei, Ph.D.
President

enc.

- RCEVE])
LIS
GENERIC DRUGS




[4)

)

[ 4
ldmak 17 WEST STREET o P.O.BOX 371 e EAST HANOVER. NJ 07936 e TELEPHONE: (201) 386-556

LABORATORIES, INC.

NDA 89-096

RESUBMISSION
Marvin Seife, M.D. | hD&OR{GMQ\LQ‘E@

Director

‘Division of Generic Drugs : DRAF" U\BEUNG

Center for Drugs and Biologics
Room 16-70 (HFN-230)

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re: Bethanechol Chloride Tablets, 50 mg. NDA 89-096
Dear Dr. Seife:

Reference is made to your communication dated March 26,
1985 (copy attached) concerning the above unapproved
abbreviated new drug application.

We would like to respond in the following manner:
In response to:

Comment 1 - We have revised thé container labels
according to your recommendations.and will submit
final printed labels when available.

We are submitting draft copy of the package insert
revised according to the latest revision (7/84)
from the full NDA holder. (See Exhibit A).

Comment 2 - An amendment providing for the in-
clusion of three months stability data at both
normal and challenge conditions, proposing a

24 month expiration period, was submitted March 29,
1985. (See Exhibit B for Sampling Procedures).

Comment 3 - Characteristics and test methods for
the container/closure system. (See Exhibit C).

-

00
osts
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NDA 89-096

June:. 14, 1985

We believe that this amendment, and the subsequent
submission of final printed labeling, represents the
information necessary to remove the deficiencies that
you have outlined and we look forward to a prompt
review and comment.

Thank you for your time and consideration in this
matter.

Sincerely,
SIDMAK LABORATORIES, INC.
/

Satish P. Patel. Ph.D.
President

enc.

SPP/gm
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Jun 18 168
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N ./(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

'r:.,h Food and Drug Administration
: Rockville MD 20857
NDA 89-09¢
Sidmak Laboratories, Inc.
MAR

Attention: Satish P. Patel, Ph.D. 3 175
17 West Street

Post Office Box 371

East Hanover, New Jersey 07936

Gent]emen'

Please refer to your abbreviated new drug app11cat1on dated December 19, _
1984, submitted pursuant to Section 505(j) of the Federal Food, Drug, and
Cosmet1c Act for the preparat1on Bethanechol Chloride Tablets, USP, 50 mg.

on is deficient and therefore not approvable under Section

The applicati
505(j)(3) of the Act as follows:
1. It fails to include the correct labeling information. In this
regard: ,
Container: Not Satisfactory
{a} TITLE ~ should be that of the USP artici
BETHANECHOL CHLORIDE
TABLETS, USP
(b) Controiled Room Temperature - 150-300C
(590-869F)
Insert: Not Satisfactory

(a) For consistency, the chemical name should be
the second name listed in the USP Monograph.

(b) Revise package insert iabeling in accord
with latest revision (7/84) of the pacnaae
insert from the fu]l NDA holder.

A. Revise container labels, then prepare and submit Final Pr1n+°d
iabeling.

B.  Revise package 1nsert 1abeling, then submit draft copy for our
review and comment.




NDA 89-096

-Page 2-

2. It fails to submit adéquate'stabi]ity information. In this

regard:

A. Your intent with respect to .the expiration dating: We are
unable to reach any conclusion based on the limited data
submitted. - It is recommended that data be obtained for
production lots at challenge conditions, to justify the
proposed expiration dating prior to approval.

B. Sampling procédﬂres

C. The report format:

The report format should include information on the drug
product under test that specifies:

Ao oo

;-hm

Name and Potency

Formulation :

Lot/Batch Number :
Manufacturing procedure (e.g., research, pilot or
production batch).

Container/closure system

Storage conditions (e.g. temperature, humidity, light).
Mode of storage (e.g. liquids and creams should be.
stored such that the drug product is in contact with
the closure).

A continuous tabulation of data generated at the
desired test stations.

Data should include an assay (stability indicating)
and such criteria as appearance, microbial testing,
viscosity, and dissolution were applicable.

3. It fails to include a satisfactory description of containers and
materials used for packaging and adequate information with
respect to the characteristics of, and test methods employed
for, the container, closure, or other component parts of the
drug package to assure their suitability for the intended use.

In this regard:

a
b.
c.
d

Description of desiccant (if appropriate)
Compatibility

Sampling

Acceptance specifications



NDA 89-096
-Page 3-

The file is now closed. If you wish to reopen it, the submission should
be in the form of an amendment to this application, adequately organized,
which represents the information necessary to remove all deficiencies we

have outlined.

If you do not agree with our conclusions, you may make a written request
to file the application over protest, as authorized by 21 CFR
314.110(d). If you do so, the application shall be re-evaluated and
within 90 days of the date of receipt of such request (or additional
period as we may agree upon), the application shall be approved or you
shall be given a written notice of opportunity for a hearing on the
question of whether the application is approvable

D

Marvin Seife, M.D.
Director

Division of Generic Dnygs
O0ffice of Drug Standapds
Center for Drugs and Biologics



JUN 5 1985

k Labosatories, Inc.
ﬁmm' %&ﬁ.ﬁh P, Patel
17 test Streot
Enst Marsver, ﬁé ]

The data fme m mm @f m ama a!
the fﬁlkxi@ %mﬁt&*

ﬁzu ﬁ’!& éﬁ@?&lﬁﬁﬁﬁ tmgt@ Qﬁmt&ﬁ &? g b ety D
wewthol Chingide S mg tablets, ot f@A1SLT ard r;s:; ta:e;zggg,
w; #ﬁ&-—iﬁ?ﬁ?’, is scceptable, ‘ ]

Z. The dissolution tasting should be ircerpo sated irto y%
paradacting cortrals sl staﬁuity pronsss,.  The &,%ﬁliiﬁfwﬂ
testing showld be congieted in 260 ml of 0.18 8B at 379¢C wsing USSP
WTappacatus M {pactile} at 30 rom. The test prodict should meet the
fallowing somcificatinn

Hat loss t%mﬁ&g!% o? the Iabeled arpunt of the dioun in the
dosane farm i dissolved in B wimutes.

%. From the Dinegwivalerce polnt of viey, the Timm fas met the
reauirerent of blsavallability and in-vitrs dissslution testing.™

Togua S/&\

Office of Drun Starsards
Eertar for Drugs and Biolenics

ce:  NWK-DO
HFN-230
SHIH %5&/ |
MSEIFE/JYTURM/ jt /6-3-85

BIO LETTER O587A



HDA B9-096

Sidmak Lsborateries, Inc. JUN 11 1985
" :,:,_fg___ﬂ_ft!agg Satish P. Patel, Pi.D.

mz Ofélce a@z n
Rast fﬁmr, Hew Jersey 57336

Fia&se}rzfar-ts ;aer a&&re?iated niew érﬁg'agaiieatfou s§§m$tt&é gsfaagaﬁ
&6 Spction 505(3) of the Federal Pood, Urug, and Cosmolic Act for the
»';_“,r;tiaa 8@%&&5&@&91 ﬁaieréée fab?ets &SP. 58 ﬂg;

&eféreagé §s atso made to y&gr tﬂu caamsaicaiiaas d&t&é ﬁarch 29, 1985
and our Tetter dated March 26, 1985,

gp}%catiaﬁ is deficient and therefore not approvable under Section
535{3 {3} of the Act as follows:

. Please reply {o our Yetler referenced above,

2. Your blocavailability study ig curvestly under review by our
pivision of Bioesquivalence. He will correspond with yvou when
the evaluation becomes gvailable.

The file is now closed, If you wish to reopen 1t, the submission should
be in the form of an amendment to this appiication, adeguately erganized,
which represents the fnformation necessary to remove all deficiencies we
have outlined,

If you do not agree with our congclusions, you may seke 3 writtes request
to file the application over protest, as authorized by 21 CFR
314,116(d). 1f you do so, the application shall be re-evaluated and
within %0 days of the date of receipt of such request (or additvional
pariod as we muy agree upon), the application shall be approved or you
siall be given 3 written aotice of epportunity for a hearing on the
question of whether the applicatios is approvable

HWK-DO
HFN-83
HFH-230 -, -6
JMeyer/MShih : v
R/D INITIALED yer/MSei fé~
D Utz: 6-5-85 (0330R) -
NOT APPROVABLE 8ffice of ﬂ?ﬁé %taﬁéarﬁs
/Qj (3T Center for Drugs and Biclogics

g
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LABORATORIES, INC.

NDA 89-096
March 29, 1985 . .
ORIB M5 FOTES

: R0 LB Uistle

Marvin Seife, M.D.

Director

Division of Generic Drugs ENEF AL ALE AIET (TY 48 AT EITNE

Office of Drug Standards RIOAVALLARIITY MATERIAL

Center for Drugs and Biologics
Room 16-70 (HFN-530)

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re: Bethanechol Chloride Tablets, 50 mg. NDA 89-096

Dear Dr. Seife:

We are herewith amending the above referenced unapproved
abbreviated new drug application with the inclusion of
comparative dissolution testing conducted according to
comments in your communication dated February 21, 1985.
We believe that the dissolution testing and data meet the
criteria as outlined in your letter and we look forward
to a prompt review and comment.

Thank you for your time and consideration in this matter.

Sincerely,

SIDMAK LABORATORIES, INC.

Satish P.
President
SP/gm ’.i ‘w-!k.'\v

GENERIC DRUGS

=
=
o

2o
!
X
R
2

.
9
-

o ®a e e

e e
.
%
et
o® e es
et e® ool
e ®e®a e

.
.

-
o

)00 e cen ey !

o
-

THE PHARMACEUTICAL GENIUS



L

[ 4 4
zdmak 17 WEST STREET o PO BOX 371 e EAST HANOVER. NJ 07936 o TELEPHONE: (201) 386-5568/)

f
i of & el

LABORATORIES, INC. A

o RESUBMISSI

March 29, 1985

'NDA ORIG AMENDMENT

Marvin Seife, M.D.

Director

Division of Generic Drugs
Office of Drug Standards
Center for Drugs and Biologics
Room 16-70 (HFN-530)

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re: Bethanechol Chloride Tablets, 50 mg. NDA 89-096
Dear Dr. Seife:

We are herewith amending our abbreviated, unapproved
New Drug Application for the above referenced product
to provide for the inclusion of three months stability
data at both normal and challenge conditions.

We are also amending the appllcatlon w1th the 1nclu51on

of a spec sheet for ... . T
At the time of submission, a spec sheet for e
s ~-- was inadvertently included in Section 11

as a packaglng component whereas we are actually using

TS st e TR T

Stability testing was conducted on the product in the
same container/closure system and sizes in which the
drug will be marketed.

We propose a 24 month expiration period for the product
based on the results of the stability study.
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NDS 89-096

March 29, 1985

We believe that the inclusion of the data herein completes
our Abbreviated New Drug Application and we look forward
to a prompt review and comment.

Thank you for your time and consideration in this matter.

Sincerely,

SIDMAK LABORATORIES, INC.

‘/éé;ea>£§fzﬁmiy p%zgi%b%“aggzdy,
Geraldine Morrissey 57//

Regulatory Associate

Enc.
gm

ot
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GENERIC DRUGS



m &ﬁ.s‘tieﬁt’!ea {s éeffciea’e aaé t&es'efnre mt apprevame i‘uﬁéer Set:ﬁan
,S/a&(éli&i ef the Act as follows: ,

R S A S faﬁs to ‘include tﬁs& cfrrmt ’faﬁe‘!fag fﬁfmﬂﬁs fﬁ'tﬁ*é“"
e ) r@f@; _ . - -
Contatner: ﬁet Satisfactory

(a} TITLE - should be that of the USP article
BETHASECHOL CHLORIDE

TABLETS, USP
(b} Controlied Reom Teaperatare ~ 150-300C
{590.-865F ) _
Insert: Hot Satisfactory

fa) For consigtency, the chemical name should be
the secoad name listed in the USP Honograph.
{t) Revige package insert labeling in accord
-with latest reviston (7/84) of the pﬁ:&age
Jasert from the full EDA helder.

. A. Revise container labels, then prepare and submit Final Printed
' Labeling.

8. Revise package iasert iahe‘lmg, then s&bnﬂt draft Cpr ﬁmﬂ our
. review and comment.

APPEARS THIS wAY
ON ORIGINAL
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"‘“395

It fatls to subaft adequate stabilit

N "?&5*3"

taformaticn. In this

Letf&te& ﬁms* L ,
Bangfacturing procedure (a g.‘, mseareai pﬁaﬁ or
production batch),

Centainer/clasare system

Storage conditions (e.g. temperature, humidity, light).
Hode of storage (e.g. Yiquids and cresms should be
stoved such tﬁat the drug product is in contact with

 the ¢losurel.

A continuous tabulation of éata gensrated st the
desired test statiems. - -

Data sheotld include an assay Es'sabﬂity faém&tiag}
and such criteria as appearance, microbial testing,

, viscesity, and é‘isw‘iaﬁez& were agpﬁcgme,

It fails to facliude & satizfaem*y évescﬁptien of eeataiws and
mterials used for packegimg and adequate information with
respect to the characteristics of, and test metheds employed
for, the contaiper, closure, or ather component parts of the

&.

~ drug package to assure their sa%mhﬁity for the {ntended use,
In this regard:
&e&sﬂgﬁeﬁ ﬁf ﬁ&sfﬁﬁﬂﬁt (if apgmpr*iaiz?

[:
_—

m@mﬁe spe@:f fications
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The file is now closed. If you wish to reopes it, ihe submission should
pe ia the form of ap amendment to this application, sdequately organized.
which represents ihe Information necessary to remove all deficiencies ue
frave outiined. '

If you do not agree with our conclusions, you may make a written reguest
to file the application over pretest, as authorized by 21 CFR
514.110{d}, 1If you do so, the sppliicaiion shall be re-evaluated and
within 90 days of the date of receipt of such request (or additional
period as we may agree upen), the application shall be approved or you
shall be given & written notice of opportunity for a hearing on lhe
auestion of whether the application is approvable,

JACEYElY Yoy

Directov 1
Division of Beperic Ddugs
gffice of Orug Standavds
Center Tor Drugs ang Biologics

K- DO
HFN-83

HF-230 e 3/,/' -
TPoux/JdMeyer/MShih Qﬂ&& e |
R/D INITIALED BY: JHyer/isei fe

D Utz: 3-22-85 (0094B) ) / /’ ‘
NOT APPROVABLE @ %&z/ﬁ{, }(W/



Sidmek Laboratgries, Inc,
Attention: Satish P, Patel, Ph.D.
17 Hest Streat

Past Office Box 371

East Harpver, Hew Jersey 07936

- fentlemsnt

2 to the dissolution data you submitted on Dacember 12, 1984
ioride Tablets, USP, S mg and 50 mg.

?ha»data’h&va-ha@ﬁ.ravie«eﬂ,by aur Divielon of Bisequivalence and they have

- the following comments:

- "he dissolution testing conducted by Sidmak Laboratories on Sethanechol

- ChRloride 5 mg and 30 mg tablets is unacceptahle, The firm shauld be
advised to canguct comparative dissolution testing employing USP Aoparatus
11 at 50 rpa in 500 ml O.1IH HEL with 12 units from both test nroducts and
referance products at each strength, The test nroducts should mest the
following spacification:

Hot less than 80X of the labeled amount of tha drug in the dosage
form is dissalved in 30 minutes,.®

- Director
division of Generic Drugs
Bffice of Drug Standards
Center for Drugs and Siologics

cc:
NHK-DO
N-230
HFN-227
MSelfe/BPollack/gp/2/20/85
9099A @{}@ ~
=




HDA 89-095

Sidmak Laboratories, Inc,
Attention: Satish P. Patel, Ph.D.
17 Hest Street
- P.0. Box 371

“East Hanover, NJ 07936

seutiemggg U B D _ . :

We acknowledge the receipt of your abbreviated new drug application submi tted
pursuant to Section 505() of the Federal Food, Drug, and Cosmetic Act for the
- following: ~ . - - - . % ST

NAME OF DRUG: Bethanechol Chloride Vablets USP, 50 mg

DATE OF APPLICATION: December 19, 1984

DATE OF RECEIPT: December 20, 14984

He w@ill correspond with you further after we have had the oppartunity to
review the application,

Please identify any communications concerning this application with the DA

‘number shoun above,
@Yz Y Z/Z/Xr
‘Seife, H.D.,

Paryl
Director

Division of Generic Drugs
0ffice of Drug Standards

- Center for Drugs and Biologics

NWK-DO DUP HFN-230
~ JLMeyer/mlb/1-3-85

Ack - B g€
(ann S

"SW%@/&«/ //7/575/



17 WEST STREET e P.O.BOX 371 e EAST HANOVER. NJ 07936 e TELEPHONE: (201 386-5566

December 19, 1984

.~ "KBBREVIATED _
NEW DRUG APPLICAT!ON

Product: Bethanechol Chlorlde Tablets, USP 50 mg.
Re: Abbreviated New Drug Appllcatlon

Dear Dr. Selfe:

Pursuant to Section 505 (b) of the Federal Food, Drug and

. Cosmetic Act, we are herewith submitting in triplicate an

('" ) Abbreviated New Drug Appllcatlon for the above referenced
o product.

Included in the submission are:

1. Form 356H

2. Volume No. 1
3. Volume No. 1
4. Volume No. 1

Copy No. 1 (Blue folder)
Copy No. 2 (Red folder)
Copy No. 3 (Yellow folder)

Also included with this application are three additional
copiés of the analytlcal method.

Respectfully submitted,

SIDMAK LABQRATORIES, INC.

Satish P. Péfel,.Ph;D.

President I _
ECEIVEN

SPP/gm 13 Uj

Enclosures
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